Background
As the world's population ages, gastric cancer (GC) has become a very common cancer in elderly patients, 1,2 especially in patients aged 65 years and older. 3, 4 Data on the clinicopathological features and prognosis of elderly GC patients are limited and controversial. It was indicated that poorly differentiated tumors were more common in elderly patients. 5 However, some studies indicated that younger patients exhibited a predominance of poorly differentiated tumor. 6, 7 Furthermore, it was reported that the prognosis of GC in the elderly was worse than that in nonelderly patients because of the aggressive biological behavior and poorly differentiated histology of the tumor. 8, 9 However, Zeeneldin et al 10 reported that the prognosis in elderly patients is equivalent to or better than that in nonelderly patients. Moreover, few studies have focused 
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Xu et al specifically on the clinicopathological features and prognosis of GC in elderly and middle-aged patients.
Against this background, we retrospectively analyzed the clinicopathological features and prognosis of elderly and middle-aged GC patients with curative surgical resection. The aim of this study was to identify the clinicopathological features and prognosis of GC in elderly patients.
Patients and methods

Patients and data
This study was performed in the Xijing Hospital of Digestive Diseases, affiliated with the Fourth Military Medical University. From May 2008 to December 2014, a total of 5,285 consecutive GC patients were enrolled in this study. To compare the prognosis of elderly and middle-aged patients, patients were selected using the inclusion criteria as follows: 1) had undergone a D2 gastrectomy; 2) had no neoadjuvant chemotherapy; 3) had no other type of tumor; and 4) had no distant metastasis.
In the present study, elderly patients were defined as those at the top quartile in the age histogram of GC, whereas middle-aged patients were defined as those within the 10 years range around the second quartile point. 11 The histogram for the 5,285 GC patients is shown in Figure 1 , and the top quartile for age included patients older than 65 years. Furthermore, in order to exclude the influence of senility on the overall survival, the elderly patients were defined as those aged 65-79 years. Thus, the elderly group included 815 patients with GC. The second quartile point for age was 58 years, and patients aged 55-64 years were the largest part of the histogram in our department. Therefore, the middle-aged cohort was composed of 1,096 patients aged 55-64 years.
The clinicopathological data including age, gender, tumor location, tumor size, histological type, tumor depth, lymph node metastasis, TNM stage, levels of carcinoembryonic antigen (CEA), alpha fetoprotein (AFP), carbohydrate antigen (CA) 19-9, and CA125 were recorded. The pathological staging was assessed according to the American Joint Committee on Cancer TNM classification of GC (7th edition, 2010). The patients received postoperative chemotherapy according to the NCCN guidelines of GC. A CEA level of #5 μg/L, an AFP level of #8.1 μg/L, a CA19-9 level of #27 U/mL, and a CA125 level of #35 μg/mL were considered to be normal. This study was approved by the Ethical Committee of Xijing Hospital, and written informed consent was obtained from all patients. All the patients were followed up twice a year until December 2015.
statistical analysis
Data were processed using SPSS 22.0 for Windows (IBM Corporation, Armonk, NY, USA). Discrete variables were analyzed using the Chi-square test or Fisher's exact test. Univariate and multivariate analyses were evaluated by Cox's proportional hazard regression. The overall survival was measured from the time of resection until death or last follow-up. Evaluation for overall survival was obtained by Kaplan-Meier method. P-values ,0.05 were considered statistically significant.
Results
The clinicopathological features of elderly patients are summarized in Table 1 . A total of 5,282 patients were retrospectively analyzed in the study. Among them, 1,381 patients between 65 and 79 years were classified as 
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Prognosis in elderly patients with gc the elderly group (26.15%), and 1,848 patients between 55 and 64 years were classified as the middle-aged group (34.99%). The most common symptom in elderly patients was abdominal pain (54.31%), followed by abdominal distension (43.08%), dysphagia (19.12%), heartburn (14.55%), melena (9.56%), and vomiting (8.91%). The proportion of dysphagia was significantly higher in elderly patients than that in middle-aged patients (19.12% vs 15.04%, P=0.002), whereas the proportion of abdominal pain and heartburn were significantly lower in elderly patients than that in middleaged patients (54.31% vs 62.72%, P,0.001; 14.55% vs 17.26%, P=0.038, respectively). The most common location was upper third (37.94%), followed by lower third (37.65%) and middle third (15.35%). The proportion of patients with CA19-9 was significantly higher in elderly patients than that in middle-aged patients (24.82% vs 20.74%, P=0.009) .
In order to further analyze the prognosis between middleaged and elderly patients, patients were selected using the inclusion criteria described earlier, which is shown in Figure 2A as a flowchart. Overall, 815 elderly patients and 1,096 patients in the middle-aged group were included. The clinicopathological features of the GC in these elderly and middle-aged patients with D2 gastrectomy are summarized in Table 2 . There was no significant difference in clinicopathological features between elderly and middle-aged patients (all P.0.05).
The risk factors for the prognosis of GC in elderly and middle-aged patients with D2 gastrectomy were analyzed using univariate and multivariate analyses. The results indicated that age, tumor location, tumor size, histological type, tumor depth, lymph node metastasis, TNM stage, type of resection, level of CEA, level of AFP, level of CA19-9, and level of CA125 were predictors for overall survival according to the univariate analysis. In addition, age, tumor size, histological type, tumor depth, lymph node metastasis, level of CEA, level of AFP, level of CA19-9, and level of CA125 were independent risk factors for prognosis by multivariate analysis (Table 3) . Overall survival in the elderly group was significantly less than that in the middle-aged group (P=0.002, Figure 2B ).
As tumor size, histological type, TNM stage, CEA, AFP, CA19-9, and CA125 level were independent risk factors for the prognosis of GC patients, the overall survival between middle-aged and elderly patients was further analyzed within subgroups stratified by the predictors mentioned earlier. The prognosis for elderly patients was significantly worse than that for middle-aged patients with a tumor size .5 cm (P=0.002, Figure 3B ), poorly differentiated status (P,0.001, Figure 4C ), stage III tumor (P=0.002, Figure 5C ), normal CEA level (P=0.009, Figure 6A ), normal AFP level (P=0.002, Figure 6B ), normal CA19-9 level (P=0.002, Figure 6C) , and normal CA125 level (P=0.004, Figure 6D ). However, the prognosis of elderly patients was comparable to that of middle-aged patients when the tumor size was ,5 cm (P=0.510, Figure 3A) , with well or moderately differentiated status and mucinous or signet ring cell (P=0.974, P=0.566, and P=0.051, respectively, Figure 4A , B, and D), stage I or II tumor (P=0.407 or P=0.338, respectively, Figure 5A and B), elevated CEA level (P=0.093, Figure 6A ), elevated AFP level (P=0.459, Figure 6B ), elevated CA19-9 level (P=0.494, Figure 6C) , and elevated CA125 level (P=0.183, Figure 6D ).
Discussion
Data on the clinicopathological features and prognosis of elderly GC patients are limited and controversial. In the present study, the clinicopathological features were comparable between elderly and middle-aged GC patients. Age was an independent risk factor for the prognosis of GC, and the prognosis for elderly patients was significantly worse than that for middle-aged patients.
It is widely accepted that the proportion of elderly patients is increasing gradually. Takatsu et al 11 reported that GC usually occurred in individuals aged 60-69 years in Japan. However, our results showed that GC was mainly distributed in patients between 55 and 64 years, which were younger than that in Japan. This may be due to more chronic infection, tobacco smoking, or environmental pollution in China. 3, 12, 13 The definition of elderly varied among previous reports, which have classified aged as .70, .75, and .80 years. 8, 10, 14, 15 In our present study, the top quartile of age was .65 years. Moreover, considering the comorbidities associated with very old patients who might influence the prognosis, elderly patients in our present study were defined as those aged 65-79 years. However, the comorbidity in elderly and middle-aged patients and the influence of comorbidity on prognosis were not analyzed in our present study. This requires further investigation.
Previously, the comparison of clinicopathological features has been mainly analyzed between the elderly and young GC patients. 11, 16 However, no study has focused on the clinicopathological features between elderly and middle-aged patients. According to previous reports, [17] [18] [19] the lower third was the most common location for GC in elderly patients. However, tumors located in the upper third were more common in elderly patients in our present study. It is well known that cardiac cancer was associated with gastroesophageal reflux disease (GERD). 20, 21 Moreover, the incidence of GERD increased with age, which was a risk factor for GERD. 22, 23 This may, to some extent, explain the different distribution of tumors in elderly GC patients. 
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Prognosis in elderly patients with gc for male predominance remains unclear. It may be related to the greater susceptibility of male patients to Helicobacter pylori infection, alcohol consumption, and smoking. 26, 27 Infection with H. pylori and alcohol consumption have been associated with an increased risk for GC. 27, 28 In the present study, the proportion of dysphagia was significantly higher and the proportion of abdominal pain were significantly lower in elderly patients than that in the middle-aged group. Patients with stage III tumors comprised 42.65% of elderly patients, which was .13.7%-29.3% reported in previous studies. 5, 29 These may be partially due to hidden clinical manifestations and lack of obvious symptoms in elderly patients with early stage tumors. 18 Moreover, Liang et al 25 reported that the lack of a comprehensive system for tumor screening in China may also result in late diagnosis of GC in elderly patients. It was reported that positive rates of preoperative serum CEA, AFP, CA19-9, and CA125 tended to be higher in elderly patients than that in nonelderly patients. [30] [31] [32] However, the positive rates of these tumor markers except CA19-9 were not comparable between elderly and middle-aged patients in our present study. This may be a result of differences in race, sample size, and population.
It was reported that the overall survival of elderly patients was significantly less than that of nonelderly patients. 33, 34 In our present study, we also found that age was an independent risk factor for the prognosis of GC patients. However, the prognoses were not comparable between the two groups with tumor sizes ,5 cm, well and moderately differentiated status, stage I and II tumors, elevated CEA level, elevated AFP level, elevated CA19-9 level, and elevated CA125 level. These issues require further investigation.
Treatment for elderly GC patients has been criticized. 35 Factors such as comorbidity and decreased functional status may influence the selection of treatment strategies for elderly patients. One of the main concerns with gastrectomy in the elderly is palliative operation or radical dissection. Elderly patients are considered to be high risk for major surgery because of decreasing functional status. Thus, the Japanese guidelines for GC suggest that R0 resection with at least limited lymph node dissection should be considered as the first choice treatment for elderly GC patients. 36 Takeshita et al 17 also reported that limited lymph node dissection in elderly patients did not decrease overall survival of GC patients. However, several studies have reported that complications related surgery could be reduced and prognosis could be improved in elderly patients following advances in surgical and anesthesiological techniques. 9, 29, 37 Thus, the optimal extent of lymphadenectomy during gastrectomy needs further investigations for elderly GC patients. We have confirmed that GC in the elderly is characterized by specific clinicopathological features, including male predominance, poor differentiation, and larger tumor size, which are consistent with previous studies. There are some limitations to the present study. First, the retrospective design in a single center might lead to selection bias. Second, the data for comorbidities in elderly and middle-aged patients and the influence of comorbidities on prognosis were not analyzed. These questions require further investigation.
Conclusion
The clinicopathological features of elderly patients were different to those of middle-aged patients. The prognosis of elderly GC patients with D2 gastrectomy was significantly worse than that of middle-aged patients, especially in patients with a tumor of .5 cm, a poorly differentiated tumor, 
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Prognosis in elderly patients with gc a stage III tumor, or normal levels of CEA, AFP, CA19-9, or CA125.
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